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What is claimed; 

1. An isolated ADMP, cleaving the Glu 373 -Ala 374 peptide 
bond of an aggrecan core protein. 

2. An isolated ADMP, wherein said ADMP has the property 
of cleaving the Glu 373 -Ala 374 peptide bond of the 
aggrecan core protein and wherein said ADMP consists 
of the followinta domains from the N-terminus to the 
C-terminus: 1) k propeptide domain containing a 
furin cleavage stLte, followed by 2) a 
metalloprotease olomain, followed by 3) a 
disintegrin-like pomain, and 4) a thrombospondin 
homologous domain! 

3- A non-glycosylated\ ADMP according to claim 1 or 2 in 
isolated form. 

4. An ADMP according tb claim 1 or 2, having a 

molecular weight between about 35kD and about 120kD, 
as measured by SDS-Ey^GE. 



An ADMP according to IcZaim 1 
molecular weight betyfeen about 
as measured by SDS-pAfeE. 



2, having a 
l5kD and about lOOkD, 



An ADMP according/to 
weight between afcrout 
measured by SDS- 



1 or/ 2 having a molecular 
fkD lan^kabout 98 kD, as 



7. An isolated nucleic aciqi selected from the group 
comprising : 

(a) a coding region of \ a gene encoding a native 
mammalian ADMP of alaim 1; 

(b) a nucleic acid that\ is at least 80% identical to 
the nucleic acid of\(a) and that encodes an ADMP; 

or 
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(c) a nucleic abid which is degenerate as a result 
of the genetic code to nucleic acid defined in 
(a) or (b) a\nd which encodes an ADMP . 

8. An isolated nucleid acid according to claim 7, 
wherein the ADMP is\ a human ADMP. 

9. An isolated nucleic lacid of claim 7 or 8 which 
encodes an active ADMP variant or ADMP derivative. 

10. An ADMP according tolclaim 1 or 2, that has a 
molecular weight of about 98kD for the zymogen as 
measured by the SDS-PAGE. 

11.. An ADMP according to qlaim 1 or 2, that has a 

molecular weight of about 67kD as measured by SDS- 
PAGE for the mature fo^rm of the protease lacking the 
propeptide domain . 



12. An isolated nucleic acip selected from the group 
comprising : 

(a) a coding region of a gene encoding native 
mammalian ADMP of Iclaim 10; 

(b) a cDNA comprising \ nucleotides 406-2919 of SEQ ID 
NO : 1 ; 



(c) a nucleic acid thatr^is 
the nucleic acid/ of (h) or 
an ADMP; or 

(d) a nucleic acip whi< 
of the genet 
(a) , (b) or (c) andl 



least 80% identical to 
(b) and that encodes 



is djs 



^generate as a result 
'nucleic acid defined in 
which encodes an ADMP. 



13. An isolated nucleic acid according to claim 12, 
wherein the ADMP is a human ADMP. 



14. An ADMP according to claim 1\ or 2 that has a 

molecular weight of about 931fD for the zymogen as 
measured by SDS-PAGE. 
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15. An ADMP according to claim 1 or 2, that has a 
molecular weight\of about 50kD, 54kDa, 62kDa or 64JcD 
as measured by SDS-PAGE for the mature protease 
lacking the propeptide domain. 

16. A composition comprising an ADMP as in any of claims 
1 or 2. 



hi 
lit 



is 



17. An isolated nucleiq acid selected from the group 
comprising : 

(a) a coding region of a gene encoding native 
mammalian ADMR having a molecular weight of about 

93kD as measured by SDS-PAGE; 

(b) a cDNA comprising nucleotides 121-2910 of SEQ 
ID NO: 14; 

(c) a nucleic acid that is at least 80% identical to 
the nucleic aciql of (a) or (b) and that encodes 
an ADMP and 

(d) a nucleic acid Uhich is degenerate as a result 
of the genetic cpde to nucleic acid defined in 
(a) , (b) or (c) a$d which encodes an ADMP. 

18. An isolated nucleic acild^Qording to claim 17, 
wherein the ADMP is aymiman ADMP. 



19. An antibody that bimds loAn ADMP according to claim 1. 

20. An antibody accordiftg^td claim 19, wherein the antibody 
is a monoclonal antibodM. 

21. An expression vector than directs the expression of 
a nucleic acid sequence a\s in any of claims 
7, 8, 12, 13, 17 or 18 . 



22. A host cell transfected or\ transformed with an 
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expression vector that directs the expression of a 
nucleic acid sequence as in any of claims 
7,8,12,13,17 or 18. 

A method for producing an ADMP, comprising: 
(a) culturing a most cell under conditions 
promoting expression; and 

b) recovering! the ADMP from the culture medium. 
ADMPs produced according to claim 23. 

ADMP-1 comprising toe sequence of amino acids 1-837 
of SEQ. ID NO: 2 . \ 

ADMP-2 comprising the! sequence of amino acids 1-930 
of SEQ. ID NO: 15. \ 

A method of identifyinlg cell lines, cells or tissues 
that produce ADMPs using a nucleic acid probe which 
hybridizes with a native ADMP nucleic acid sequence 
according to any of claims 7,8,12,13,17 or 18 to 
detect ADMP message in biological samples. 

The use of an ADMP according to any of claims 1 or 2 
or 25 or 26 for three -^ii^nen^lran structural 
analysis and comput e^-aiffled . drug design of ADMP 
inhibitors. / \ // 

A method of inhibiting J^np Ql^vage 0 f aggrecan in a 
mammal comprising adanrfniskering to such mammal an 
effective amount of a compound that inhibits the 
proteolytic activity of aru ADMP as in any of claims 
1 or 2 or 25 or 26. \ 

A method for treating a mammal having a disease 
characterized by an overproduction or an up- 
regulated production of an ADMP comprising 
administering to the mammal al pharmaceutical 
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composition comprising an amount of a compound that 
effectively inhibits! the proteolytic activity of an 
ADMP as in any of cllims 1 or 2 or 25 or 26. 

31. A method of inhibiting the cleavage of aggrecan in a 
mammal comprising administering to such mammal an 
effective amount of a Icompound that inhibits the 
isolated ADMP comprising the sequence of amino acids 
1-837 of SEQ ID NO:2. \ 

32. A method for treating a\ mammal having a disease 
characterized by an overproduction or an up- 
regulated production of Ian ADMP, comprising 
administering to the mammal a composition comprising 
an amount of a compound ihat effectively inhibits 
the ADMP activity of an enzyme comprising the 
sequence of amino acids 1V-837 of SEQ ID NO: 2. 

33. A method of inhibiting the cleavage of aggrecan in a 
mammal comprising administlering to such mammal an 
effective amount of a comnound that inhibits the 
isolated ADMP comprising tpe sequence of amino acids 
1-930 of SEQ ID NO:15. 1 

34. A method of inhibiting thelcl^avage of aggrecan in a 
mammal comprising admini^telring \o such mammal an 
effective amount of a crampopnfd that inhibits the 
ADMP activity of an enzyme Lperem the protein used 
is ADAMTS-1. / 

35. A method for treating a mammal having a disease 
characterized by an overproduction or an upregulated 
production of an ADMP, comprising administering to 
the mammal a composition comprising an amount of a 
compound that effectively inhibits the ADMP activity 
of an enzyme comprising the seouence of amino acids 
1-930 of SEQ ID NO:15. 1 
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36. A method for treating ct 

characterized by an overp 
regulated production of 
administering to the mafnma 
an amount of a compound 
the ADMP activity of an 
used is ADAMTS-1. 



mammal having a disease 

roduction or an up- 
an ADMP, comprising 

1 a composition comprising 
that effectively inhibits 
enzyme wherein the protein 
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39, 



40 



An assay for ADMP activity and inhibitors of ADMPs, 
which comprises: 



(a) generating soluble AIJ)MP 
human or animal tissue or 



(b) detecting ADMP enzyma 
soluble ADMPs generated i 



s, by stimulation of 
cells; 



tic activity by using the 
n (a) or any ADMP- 



containing sample, incubating with an aggrecan 
substrate in absence or presence of an inhibitor, 
and monitoring^ production 
produced by specific clea 
site using a neoepitope ah 
terminus or C-terminus geiji 
cleavage; 



of aggrecan fragments 
/age at an ADMP-susceptible 
tibody to the new It- 
erated by ADMP-mediated 



(c) evaluating inhibition 
comparing the amount of 
presence versus absence 



of ADMP activity by 

t produced in the 
ound . 



An assay according to 
cell source of ADMPs is ca 




wherein the tissue or 
rtilage or chondrocytes. 



An assay according to claim 37 or 38 wherein the 
aggrecan substrate is aggrecan isolated from human 
or animal tissue. 

An assay according to claim) 37 wherein the 
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aggrecan substrate lis a recombinant aggrecan 
molecule or recombinant portion of the aggrecan 
molecule containing \an aggrecanase-sensit ive 
cleavage site. 

An assay according td claim 40 wherein the 
recombinant portion o\f the aggrecan molecule 
contains the E 373 - 374 A\ bond . 

An assay according to Iclaim 40 wherein the 
recombinant aggrecan fragment contains the e 1545 - 1546 
bond . 



An assay according to clLaim 40 wherein the portion 
of the aggrecan molecul£ contains the E 1714 - 1715 G 
bond. 



An assay according to claim 40 wherein the 
recombinant portion of the aggrecan molecule 
contains the e 1819 - 182 0a Aond. 



An assay according to claim 40 wherein the 
recombinant portion of tHe aggrecan molecule 
contains the e 1919 - 192 0l bind. 



An assay according to claims 37, 38, 40-45 wherein 
fragments produced by speiifichleavage at the 
the E 373 - 374 A bond are i^nilt^ted 'using a neoepitope 
antibody to the new C^ernliiius pr new N-terminus on 
fragments generated by c^/elax&qe at this bond, 



An assay according to claims 37, 38, 40-45 wherein 
fragments produced by specific cleavage at the the 
e1545_1546q bond are monitored using a neoepitope 
antibody to the new C-terminus or new N-terminus on 
fragments -generated by cleavtege at this bond. 
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An assay according t*o claims 37, 38, 40-45 wherein 
fragments produced bvy specific cleavage at the the 
E 1714 - 1715 G bond are monitored using a neoepitope 
antibody to the new C-terminus or new N-terminus on 
fragments generated cleavage at this bond. 

An assay according to jclaim 37, 38, 40-45 wherein 
fragments produced byl specific cleavage at the the 
E 1819 - 1820 A bond are mdnitored using a neoepitope 
antibody to the new C-lterminus or new N-terminus on 
fragments generated byl cleavage at this bond. 

An assay according to claim 37, 38, 40-45 wherein 
fragments produced by Specific cleavage at the 
the e 1919 - 1920 L bond are monitored using a neoepitope 
antibody to the new C-uerminus or new N-terminus on 
fragments generated by cleavage at this bond. 

An assay according to qlaim 37, 38, 40-45 wherein 
the ARGSV N-terminus isl detected using the 
monoclonal antibody, BC|-3. 

A method for assaying compounds for activity against 
an ADMP comprising: 



providing an ADMP and an/ ADMP) substrate; 



contacting said ADMP w^ 



a candidate inhibitory 



compound in the presence} o^-^said ADMP; and 



measuring the inhibition! of the ADMP activity, 

A method for assaying compounds for activity against 
an ADAMTS-1 comprising: 



providing an ADAMTS-1 and pn ADAMTS-1 substrate; 
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contacting said ADAMTS-1 with a candidate inhibitory 
compound in the presence of said ADAMTS-1; and 

measuring the inhibition of the ADAMTS-1 activity. 

54. A method for diagnosing arthritic diseases in a 
mammal using an antibody according to claim 19 
or 20 to detect ADMhs in biological samples. 

55. An method for detecting ADMP-generated products in 
biological samples which comprises detecting the new 
N-terminus or new C-uerminus on fragments produced 
by specific cleavage lat an ADMP-sensitive site using 
a neoepitope antibody! to the N-terminus or C- 
terminus on the ADMP-Ajenerated fragment. 

56. An assay according to Iclaim 55 wherein fragments 
produced by specific clleavage at the the E 373 - 374 A 
bond are monitored using a neoepitope antibody to 
the new C-terminus or new N-terminus on fragments 
generated by cleavage fit this bond. 
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An assay according to <fclaim 55 wherein fragments 
produced by specific cJeavage at the the e 1545 - 1546 G 
bond are monitored usirJg a neoepitope antibody to 
the new C-terminus or new N-terminus on fragments 
generated by cleavage ^^Uiis^ bond. 

An assay according tfo c:^rim 55' wherein fragments 
produced by specif ib^c^eav&^e at the e 1714 - 1715 G bond 
are monitored using a nepepitope antibody to the new 
C-terminus or new N-terminus on fragments generated 
by cleavage at this bond! 



59. An assay according to claVlm 55 wherein fragments 

produced by specific cleavage at the e 1819 - 1820 A bond 
are monitored using a neoepitope antibody to the new 
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C-terminus or newl N-terminus on fragments generated 
by cleavage at thks bond. 

60. An assay according to claim 55 wherein produced by 

specific cleavage kt the e 1919 - 1920 L bond is monitored 
using a neoepitope lantibody to the new C-terminus or 
new N-terminus on fragments generated by cleavage at 
this bond. 



61. 



€4\ 



A method for diagnoking arthritic diseases in a 
mammal by monitoring specific ADMP-generated 
aggrecan fragments din biological samples according 
to any of claims 55-bO. 

A method for diagnosing arthritic diseases in a 
mammal using a nucleilc acid probe which hybridizes 
with a native ADMP nubleic acid sequence according 
to any of claims 7,8,12,13,17 or 18 to detect ADMP 
message in biological 1 samples . 



A method for diagnosir 
characterized by an ov 
regulated production o 



g a disease in a mammal 
erproduction or an up- 

an ADMP using an antibody to 



detect ADMPs in biological samples. 



A method for diagnosin 
characterized by an o 
regulated production/ of 
specific ADMP-gener^tec 
samples according 



a disease in a mammal 
rprod^uction or an up- 
m ADMP by monitoring 
fragments in biological 
.aims 55-60. 



A method for diagnosing disease in a mammal 
characterized by an overproduction or an up- 
regulated production of ADMP using a nucleic acid 
probe which hybridizes with a native ADMP nucleic 
acid sequence according tq any of claims 
7,8,12,13,17 or 18 to detejct ADMP message in 
biological samples . 
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